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REMARKS 

Prior to the present First Amendment and Response to Non-Fitial Office 
Action C*Respanse'*), Clairv 1-72 were pending. In this Reaponsej applicants cancel Claims 
3 and 25-72. amend Claims 1, 2, 8, 12, 13, 14, 19, 21 and 24, and add new Claims 73-75. 
The claim amendments and new claims do not introduce any new matter. Qaims 1-2, 4-24 
and 73-75 will he pending after entry of the amendmoats. 

RBStrictian/Eleetioiii 

Applicants cancel Claims 25-72 as nonrelected. 

Support for Claim Amendments and New Claims 

S^oit for amendments to Claims 1, 2. 8, 12. 13, 14, 19, 2! and 24 and new 
Claim 73 is fi)und ftrou^out ttie specification, fbr example, in Example 2. fiom p- 38. line 
23. through p. 39, line 6. New Claim 75 is based on Claim 1 . Fuiiher support for new Qaim 
75 and also for new Oaten 74 is found* for exanaple, on p. 2, line 28, and on p. 19, line 8, 

Rejection of Qalms under 35 U.S,C, § 112, Second Faragraph 

The Examiner rrjccts Oaimi 1-24 under 35 U.S.C. 5 112, second paragniph, 
as indefinite. The Examiner asserts that the phrase "substantially modifer" "in claim" [sk} is 
not clearly defined, and that applicants have not defined or explained clearly the extent of 
substantial modtfiration of the low density Hpoprotdn. Applicants assume: that the Exanriner 
refera to Claim 1, which recites the term "suhstantiaUy modify" within the limitation 
"wherein the aposiuc [to a lipid removing agent) does not substantially modify the low 
density lipoprotein. , 

Applicants respectfully assert that the specification provides at least one 
criterion for detennining when the exposure to a lipid removing agent does not suhstantially 
inodify the low density lipoprotein particles. The specification teaches, in Examples 2, 3 and 
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5: "this delipidatioo method created HDL particles associated with Apo A-1 that were low or 
SUbstantiany devoid of cholesterol and phospholipid ... Lipid was only slightly removed 
from LDL partklcR (Apo B) with this method ..." (see p. 38, line 6, through p. 39. line 3); 
"[t]his method reduced total cholesterol by 9% and phospbolipida by 9%. A decrease of 
about 14% was observed in Apo A-1 . ... There was little effect on Apo B associated LDL 
particles... (.see, respectively, p. 39, lines 20-26); "the Apo B iwsociated with LDL ... 
remains substantially unchanged" (and p. 40, line 15). Based on the explanadons provided in 
the specification, the phias© "does not substantially modify" recited in Claim 1 is clear, the 
degree of modification is assessed in reference to the hpid content of the low density 
lipoprotein. Accordingly, apphcants respectfully request withdrawal of the rcgection of 
Claims 1-24 as it relates to the phrase "substantially modiftr" recited in Claim 1. 

The Examhier also objects to &e phrase ''siibstantially similai" in Claim 3, 
The Examiner asserts that Ais tenn is not defined in the clan«8 or in the spedfiwitinn. 
Appltcsnh cancel Qaim 3, thereby rwidering the rejection of this claim moot. 

In view of the fwegoing, applicants respectfully request that tlw rejection of 
Claims 1-24 under 35 U.S.C § 112, second paragraph, be withdrawn. 

Rejectioiis of Chdms uiuIot 35 U.S.C § 102(b) 

Rejecilnns qf Claims 1-24 under 35 U.S.C. § 102(b) as anti^ated byDasS 

The Examiner r^ects Clanns 1-24 under 33 U.S.C, § 102(b) as anticipated by 
Dass, C.R., and W. Jessap, Drug Delivery, 2000. VoL 7 (5): 161-1 82 (heretaafter «Da»s"). 
Applicants resptEtinlly traverse fhe rejection. 

The FAamincT asserts that, in Table 1 on p. 167, Dass teaches all the elements 
of Claims 1-24. Applicants disagree. Applicants respectfully bring to the Examiner's 
attention that D?.<« is a review article. Table 1 on p. 167 discloses ) 1. types of HDL particles 
from different original articles. Table ) in Dass b silent as to the origin of the presented 
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HDL particles, and fiute to teach how tbeir lipid or cholesterol content is different firom that 
of the naturally occurring High density lipoprotein partides. Upon amendment, Claim 1 
rccit« obtaining B mixture of the high density lipoprotein partides and low density 
lipoprotein particles ftom a Wnlogical fluid. Claim I also recites a parriclc derivative [of al 
least one fern of high density lipoprotein partidc] that has a lower content of ai least one of 
lipid or cholesterol than die high dcnnHy Upoprotein partides prior to exposure to the lipid 
removing agent Applicants i«9pectfuUy assert that Dass faib to teach the particle derivative 
recited in Claim 1, and Ms to anticipate Claims 1-2 and 4-24. Claim 3 is cancdlcd. thereby 
,«]KterinA its rejection moot Applicants respectfiilly request withdrawal of the rejection of 
Claims 1-2 and 4-24 under 35 U.S.C. § I02<b) as anticipated by Dass. 

Rejections of Claim 1-24 under 35 USC § 102(b). as anticipated by Trtcerri 

■Die Examiner rejects Claims 1-24 under 35 U.S.C. § 102Cb) as anticipated by 
Triccm et al., J. Lipid Res. 2002 Vol. 43 (2) 187-97 (hereinafter "Tricem"). Applicants 
respectAilly travene the ngection. 

The Examiner asserts that Tiicerri teadies all dements of Claims 1-24. 
Applicant, respectfully disagree. TCcerri ocaminea the abiUty of the confonnationa of 

ApoA-1 in eHnnpH fmi. oarticles. to bind to and abstract lipids fiom nnilamellar 

vesides. Tncerri asserts that the snidy provides a tnodd system for studies of cholesteml 
transport. Tricerri teaches two type4. of discoidal. reconstitutEd HDL pirtides consisting of 
only puiiftad human ApoA-I (two molecules ApnA-I per partide>. phospholipid 
(phosphatidyldioline) and sodium cholatc. 

In contrast, amended Claim 1 recites a particle derivative of at least nne fonn 
of high density Upoprotein particle formed by obtaining a mixture of the high density 
lipopmtein particles and low density lipoprotein particles from a biological fluid and 
exposing the mixture to a lipid removing agent. The partide derivative has a lower content 
of at least one of lipid or diolesterol than the high density lipoprotein particles prior to 
ecposure to the lipid removing agent 
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In contrast to the iwon.stituted particles disclosed in Tricerri, the partide 
derivative recited in Claim 1 are obtained from the Ugh dmsity lipoprotdn particles 
naturally occurring in a biological fluid, such as plasma. Accordingly, the properties of die 
particle derivarivcs, as recited in Oaim 1, are inherently different from those of the 
icconstittited particles in Tricerri. For example. imliVc the reconstituted particles in Tricerri, 
which consist of only human apolipoprotein A-1, phospholipid (phosphatidylcholine) and 
sodium cholate, applicants' naturally-based paitide dmvatives inherently comprise other 
components found in natural high density lipoprotein particles, such as apolipoprotdn A-2. 
Tricerri fails to teach the naturally derived particles that inherently comprise other 
components, such as apolipoprotein A-2. For at least this reason, Tricerri ftils to anticipate, 
the pending claims. In view of the forefping, applicants respectfully request withdrawal of 
the rgection of Claims 1-2 and 4-24 under 35 U.R.C. § 102(b) as anticipated by Tricerri. 
Claim 3 is cancelled, thercKy rendering its rejection moot. 

Rejections of Claim 1-24 imHitr 35 U.S.C. § 102(b) as anticpated by Tio 

The Examiner rejrrts Claims 1-24 under 35 U.S.C. § 102(b) as antidpated by 
Ito et ai, J. Lipid Res. 2000 Vol. 41 (6) 894-904 (hereinafter "Ito"). AppUoants raspectfiJlly 
traverse the lejecttoiL 

Tlie Examiner asserts that Ito teachc-s all elements of Qaims 1-24. Applicants 
regpectMly disagree. Tto ocambes the effect of the digestion of ceUiilar sphingomyelin on 
the apolipoprotein-mediated rdease of dwlesterol and phospholipids from rat cdls. Ito 
discloses particles consisting of oiily purified human apolipoprotein A-l, cholesteax)!, and rat 
phospihojipida. The particles in Ito are obtained by incubating apolipoprotem A-l with rat 
astrocytes and meningeal fibroblasts. 

In contrast, Claim 1, upon amendment, recites a particle derivative of a* leajst 
one foim of high density lipoprotein particle formed by obtnining a mixture of the high 
density lipoprotein particles and low density lipoprotein particles fl^m a biological fhud and 
exposing the mixture to a lipid removing agent The resulting particle derivative has a lower 
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conlcnt of at Icflst One of lipid Or cholesterol than the lipid or cholestesfol content of the high 
density lipoprotein particles prior to exposure to the lipid rcmovriog agent 

Applicants' claimed particle derivadves sre ohtnincd from the high drasity 
lipoprotein panicles natujTilly ncciirring in a biological fluid, such as plasma. Accordingly, 
the propCTtics of the particle derivBtiYes are inherently difierent from the reconstituted model 
particles in Ito. For example, unlike the trwnstituted particles in Ito, «>plicants' naturally- 
basDd particle derivatives inherently comprise other oomponeftts found in nfitural high 
density lipoprotein particles, such as apolipoprotrin A'2, Ito fails to teach applicants' 
claimed particles which arc ddived 6om high density lipoprotein particles naturally 
occuxiing in a biological fluid that inherently comprise other r-omponents, such aa 
apolipoprotrin A-2. Accordingly, for at least this reason, Ito fkils to anticipate the claims of 
the pfcscnt application, as amended. In view of the foregoing, applicants Tc«pcct(ally request 
withdrawal of the rgection of Qaims 1-7 and 4-24 under 35 U.S.C. § 102(b) as anticipated 
by Ito. Qaim 3 is cancelled, rendering its rejection moot 
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CONCLUSION 

The foregoing is submitted as a fbU aort complete response to the Non-Final 
Office Action mailed Januaiy 26, 2005. No additional ftes are believwl doe. however, the 
commissioner is hercJ^y authorized to charge any deficiencies which may be required or 
credit any overpayment to Deposrt Account Number 1 1-08S5. 

Applicants assert that the claims are in condition for allowance and 
respectfuUy request that the app««dion be passed to issuance. If the Examiner believes that 
any infbnjudities reroain in the case that may be corrected by Examiner's amendment, nr that 
there are any other issues which C4.n be reaolved by a telephone interview, a telephone call to 
the midersigneri agent at (404) 815^102 or to Dr. Jnhn McDonald at (W) 745^2470 is 
xcspentfully solicited. 

Reqtect&lly submitted, 

Hy. Elena S.Folovnikava,PliD. 
Patent Agent 
Rpg. No.: 52,130 

KILPATRICK. STOCKTON LLP 
1 100 Peachtree Street, Swito 2800 
Atlanta, Georgia 30309-4530 
(404) 815-6500 

Our Docket: 13131-0331(44378/293531) 
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